[image: image7.png]// (]‘ World Journal of
¢ Gastroenterology




	Prolonged small vessel vasculitis with colon mucosal inflammation as first manifestations of Behçet’s disease

Xiao-Ning Yang, Zhen-Shi Ye, Yan-Yun Fan, Yi-Qun Hu

	CITATION
	Yang XN, Ye ZS, Fan YY, Hu YQ. Prolonged small vessel vasculitis with colon mucosal inflammation as first manifestations of Behçet’s disease. World J Gastroenterol 2014; 20(14): 4110-4114

	URL
	http://www.wjgnet.com/1007-9327/full/v20/i14/4110.htm

	DOI
	http://dx.doi.org/10.3748/wjg.v20.i14.4110

	OPEN ACCESS
	Articles published by this Open-Access journal are distributed under the terms of the Creative Commons Attribution Non-commercial License, which permits use, distribution, and reproduction in any medium, provided the original work is properly cited, the use is non commercial and is otherwise in compliance with the license.

	CORE TIP
	Behçet’s disease is systemic inflammatory vasculitis of unknown aetiology. Its clinical manifestation of gastrointestinal complications varies greatly. Diagnosis is mainly based on typical clinical findings: no specific serum markers or pathological features are available. However, in clinical practice, it is often challenging to make a prompt and correct diagnosis when gastroenteropathy is presented as the initial or predominant manifestation in Behçet’s disease patients. The disease is sometimes misdiagnosed as inflammatory bowel disease or other disorders. We present a case of atypical Behçet’s disease with a complicated medical history and multisystem damage, for the purpose of better management of this disease. 

	KEY WORDS
	Behçet’s disease; Vasculitis; Intestinal ulcers

	COPYRIGHT 
	© 2014 Baishideng Publishing Group Co., Limited. All rights reserved. 

	COPYRIGHT LICENSE
	Order reprints or request permissions: bpgoffice@wjgnet.com


	NAME OF JOURNAL
	World Journal of Gastroenterology

	ISSN
	1007-9327 (print) 2219-2840 (online)

	PUBLISHER
	Baishideng Publishing Group Co., Limited, Flat C, 23/F., Lucky Plaza, 315-321 Lockhart Road, Wan Chai, Hong Kong, China 

	WEBSITE
	http://www.wjgnet.com


Name of journal: World Journal of Gastroenterology

ESPS Manuscript NO: 5492
Columns: CASE REPORT
Prolonged small vessel vasculitis with colon mucosal inflammation as first manifestations of Behçet’s disease

Xiao-Ning Yang, Zhen-Shi Ye, Yan-Yun Fan, Yi-Qun Hu

Xiao-Ning Yang, Zhen-Shi Ye, Yan-Yun Fan, Yi-Qun Hu, Department of Gastroenterology, Zhongshan Hospital Xiamen University, Xiamen 361004, Fujian Province, China

Author contributions: Hu YQ designed the report and was the attending doctor for the patient; Ye ZS and Fan YY performed diagnostic imaging diagnosis and organized the report; and Yang XN wrote the paper.

Supported by Major Foundation of Xiamen Gastroenterology Center, No. 200702

Correspondence to: Yi-Qun Hu, MD, Department of Gastroenterology, Zhongshan Hospital Xiamen University, 201 Hubin South Road, Xiamen 361004, Fujian Province, China. hyq0826@yahoo.com

Telephone: +86-592-2590151   Fax: +86-592-2590150

Received: September 10, 2013  Revised: December 25, 2013   Accepted: January 20, 2014

Published online: April 14, 2014

Abstract

Behçet’s disease is a chronic, relapsing, systemic vasculitis of unknown aetiology. Patients present manifestations of gastrointestinal complications, including mouth lesions, small and large intestinal lesions, and vascular lesions in the abdomen. In some cases, the intestinal ulcers of patients with Behçet’s disease are indistinguishable from those of Crohn’s disease, tuberculosis, vasculitis and other diseases. In this article, we present a case of atypical Behçet’s disease with a complicated medical history and multisystem damage, for the purpose of better management of this disease.
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Core tip: Behçet’s disease is systemic inflammatory vasculitis of unknown aetiology. Its clinical manifestation of gastrointestinal complications varies greatly. Diagnosis is mainly based on typical clinical findings: no specific serum markers or pathological features are available. However, in clinical practice, it is often challenging to make a prompt and correct diagnosis when gastroenteropathy is presented as the initial or predominant manifestation in Behçet’s disease patients. The disease is sometimes misdiagnosed as inflammatory bowel disease or other disorders. We present a case of atypical Behçet’s disease with a complicated medical history and multisystem damage, for the purpose of better management of this disease.
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INTRODUCTION

Behçet’s disease is systemic inflammatory vasculitis of unknown aetiology, characterized by a relapsing episode of oral aphthous ulcers, genital ulcers, cutaneous and ocular lesions, and other manifestations, including vascular, neurological, and gastrointestinal involvement[1].

The clinical manifestation of gastrointestinal complications also varies greatly, from mild symptoms to life-threatening complications, including perforation, infarction and massive bleeding resulting from vasculitis and/or thrombosis[2]. Prompt treatment with corticosteroids plus immunosuppressive agents, rather than surgery, can alleviate the clinical symptoms and improve the prognosis of Behçet’s disease patients. The diagnosis of Behçet’s disease is mainly based on typical clinical findings: no specific serum markers or pathological features are available. However, in clinical practice, it is often challenging to make a prompt and correct diagnosis when gastroenteropathy is presented as the initial or predominant manifestation of Behçet’s disease. The disease is sometimes misdiagnosed as inflammatory bowel disease (IBD) or other disorders. In this paper, we present a case of atypical Behçet’s disease with a complicated medical history and multisystem damage, for the purpose of better management of this disease.

CASE REPORT

A 56-year-old Asian male presented to the department of gastroenterology complaining of acute-onset bloody diarrhoea for 2 h and generally feeling unwell, with abdominal pain accompanied by mushy stool for the last 3 mo. He described symptoms including pressure in the belly or abdominal pain, stool with mucous (over 10 times each day), progressive fatigue and dizziness. He had no fever, sweating, nausea, vomiting, rash, mucosal lesions, musculoskeletal problem or oral ulcer. Approximately 2 mo before admission, when the abdominal mass appeared, he was evaluated at the hospital. Laboratory findings were as follows: increased erythrocyte sedimentation rate (22 mm/h); C-reactive protein (132 mg/dL); D-dimer (1972 mg/L); and CA19-9 (130.7 U/mL). Abnormal protein patterns in blood serum were found by serum protein electrophoresis (albumin 58%, -globulin 3.6%, -globulin 18.7%). Additional tests, including anti-nuclear antibodies (ANA), tuberculosis antibody and antineutrophil cytoplasmic antibodies (ANCA), were within normal limits and the stool bacterial culture was negative. Abdominal magnetic resonance imaging revealed stenosis of the mesenteric inferior artery branch and thickening of the mesenteric inferior artery branch walls (Figure 1). A diffuse lesion of the left colon associated with inflammatory changes was also observed. A diagnosis of ischaemic bowel disease was made. He went to another hospital where colonoscopy was performed, which was suggestive of stenosis and stiffness of the left colon (Figure 2). Digital subtraction angiography of the superior mesenteric artery confirmed vascular malformation (Figure 3). An ultrasound scan of the scrotal sac showed changes consistent with hydrocele of the tunica vaginalis and epididymo-orchitis. He was given various diagnoses including congenital mesenteric vascular malformation, ischaemic bowel disease and herpes zoster. The patient was treated empirically to improve his circulation and with antivirus therapy, followed by treatment for nutritional support, which achieved remission of his symptoms. Two hours before admission, with acute-onset bloody diarrhoea, the patient came to our hospital and was admitted. 

The patient had a history of surgery 6 years previously. On that occasion, he had complained of abdominal pain and haemafaecia. Acute intestinal obstruction was diagnosed; therefore, a partial resection of the ileum and anastomosis were performed. He had also received surgery for an ankle cyst and wrist tenosynovitis a few years ago. There was a family history of immune system diseases. His daughter has Mediterranean anaemia and Hashimoto’s thyroiditis.

Physical examination revealed a male in mild distress. Vital signs were normal and the lungs were clear to auscultation. A cardiac examination revealed normal heart sounds and no murmurs. The abdomen was soft. Other significant physical examination findings included a healed surgical scar at the site of previous abdominal operation on the midline, and on the left wrist and ankle for operations for ankle cyst and wrist tenosynovitis, respectively. There was a mass (3 cm × 4 cm) on deep palpation in the right lower quadrant of the abdomen. There was no lymph node enlargement and no oral, respiratory, cardiovascular, abdominal, neurological, musculoskeletal or genital abnormalities. The remainder of the examination was normal.

Initial studies included a general laboratory investigation, chest X-ray and electrocardiography (ECG). A blood test was normal except for platelet counts (57 × 109/L). Urinalysis showed a positive occult blood test and positive urobilinogen. Routine stool analysis found pus cells (0-1/Hp), red blood cells (1/Hp), and a defecate occult blood test was positive. Serological tests were performed and showed an increased erythrocyte sedimentation rate (48 mm/h), C-reactive protein (12.2 mg/dL), and hyperbilirubinemia (TBIL: 23.4 mol/L, DBIL: 7.2 mol/L, IBIL: 16.2 mol/L). Additional tests, including ANA, ENA, and ANCA antibodies, complement levels, human immunodeficiency virus antibodies, and hepatitis B and C serology, were within normal limits. The results of radiography of the chest and ECG were normal.

His bloody diarrhoea had diminished the following day, whereas his abdominal pain remained. Considering the history of recurrence of bloody diarrhoea, the colonoscopy was repeated. The endoscopic features, such as deep ulcer lesion, granulated tissue and lumenal stenosis in the sigmoid colon and rectum, raised suspicion of IBD. At this point, a differential diagnosis of intestinal ulcerations including infectious causes such as herpes simplex virus (HSV), tuberculosis, and acute HIV infection and non-infectious causes such as lymphoma, IBD, chronic deep tissue infection, occult solid organ malignancy, vasculitis, developing connective tissue disease, and Behçet’s disease was considered. Further investigation included ultrasound colonoscopy (Figure 4), which did not reveal any focal uptake. Sigmoid colon mucosal punch biopsy was performed, which demonstrated formation of granulated tissue, lymphoid hyperplasia, and infiltration of plasma cells, neutrophils, and monocytes into the mucosa. Increased blood vessels with hyaline degeneration and thickening vessel walls were observed. Lymphocytes surrounded the wall of the submucosal venules, especially in the deeper parts. Surgical pathological section of the partial resection of the ileum and anastomosis 6 years ago was studied again and the findings were similar to the present ones, which indicated vascular disruption and damage by neutrophil infiltration. These findings were consistent with vasculitis (Figure 5).

Until this point, progression of the patient’s symptoms was consistent with prolonged intestinal ischaemia and vascular damage. Biopsies confirmed the presence of vasculitis and, given the clinical context, he was diagnosed with Behçet’s disease, albeit without some typical features, such as oral and genital ulcers. We considered vascular inflammation to be related to vascular immune complex deposits, though small-vessel vasculitis could not be completely ruled out. Asking for the patient’s medical history, the wrist and ankle surgery also hinted at the patient having rheumatoid immune disease (Figure 6). The patient was given peroral methylprednisolone 40 mg and leflunomide 10 mg once daily, with quick resolution of his symptoms and disappearance of his abdominal mass.

Two months later, he was hospitalised with acute abdominal pain. A spontaneous sigmoid perforation was diagnosed and sigmoid resection with proximal colostomy was performed. When the use of glucocorticoids was discontinued, recurrent genital ulceration appeared. The patient was finally diagnosed with atypical Behçet’s disease and is now being treated with intravenous methylprednisolone at a dose of 20 mg and small doses of gamma globulin. The patient had a complicated hospital stay but responded well to intravenous glucocorticoids and was discharged in a stable condition.

DISCUSSION

Behçet’s disease is an inflammatory disorder of unknown cause, characterised by recurrent oral aphthous ulcers, genital ulcers, uveitis and skin lesions. All these common manifestations are self-limiting, except for the ocular attacks. Repeated attacks of uveitis can cause blindness. Behçet’s disease is not a chronic, persistent inflammatory disease, but rather comprises recurrent attacks of acute inflammation. Involvement of the gastrointestinal tract, central nervous system and large vessels is less frequent, although it can be life-threatening[3]. Susceptibility to Behçet’s disease is strongly associated with the presence of the HLA-B51 allele[3]. Environmental factors, such as infectious agents, have also been implicated in its pathogenesis.

Vascular injuries, hyperfunction of neutrophils and autoimmune responses are characteristic of Behçet’s disease. There are two forms of intestinal involvement: small vessel disease with mucosal inflammation causing ulcers; and large vessel disease resulting in intestinal ischaemia and infarction[4]. Mucosal ulceration is most commonly seen in the ileocaecal region, and was found in about 88% of patients in a recent study[4], usually on the antimesenteric side, followed by involvement of other parts of the colon, but rarely the rectum or anus. The ulcers may be aphthous or, alternatively, deep and round with a punched-out appearance. Longitudinal ulcers are rare.

Behçet’s disease does not have any pathognomonic symptoms or laboratory findings; therefore, diagnosis is made on the basis of the criteria proposed by the International Study Group for Behçet’s Disease in 2013[5]. According to the criteria, recurrent oral ulceration must be present, as well as at least two of the following: recurrent genital ulceration, eye lesions, skin lesions, and a positive pathergy test. The lesions recur and usually leave scars. The joints most frequently affected are the knees, followed by the wrists, ankles and elbows. Crohn’s disease (CD), tuberculosis, vasculitis and other diseases should be excluded before a diagnosis of Behçet’s disease is established[6]. Like CD, Behçet’s disease manifests as discrete ulcers and discontinuous bowel involvement with relative sparing of the rectum. The two diseases share extraintestinal manifestations, such as uveitis and arthritis. Unlike CD, Behçet’s disease is characterised by vasculitis of the small veins and venules, with deep ulcerations, generally without granulomas or cobblestoning. However, both diseases may have chronic nonspecific inflammation with normal intervening mucosa. Perforation is more common in Behçet’s disease than in CD, as the latter is characterised by intense fibrosis[7]. Scalloping, ulceronodular patterns and abscess formation are not observed in Behçet’s disease[7]. HLA typing may also be helpful in the differential diagnosis.

The choice of treatment depends on the patient’s clinical manifestations. Treatment is largely empirical because the heterogeneity of the disease and the unpredictable course with exacerbation and remission make well-controlled studies difficult to conduct. Therefore, there is a lack of evidence-based treatment recommended for the management of Behçet’s disease. Agents such as corticosteroids, sulphasalazine, azathioprine, cyclophosphamide, tumour necrosis factor α antagonist, or thalidomide should be tried first before surgery, except in an emergency[8,9].

In conclusion, we describe a patient with gastrointestinal symptoms as primary manifestations of Behçet’s disease. Our case highlights the need for clinicians to broaden consideration of differential diagnoses, with particular attention to atypical features of Behçet’s disease.
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FIGURE LEGENDS

Figure 1  Magnetic resonance imaging of the abdomen and pelvic showed a stenosis of the mesenteric inferior artery branch (A) and thickening of the mesenteric inferior artery branch walls (B). The image shows a diffuse lesion of the left colon suggesting ischaemic injury.
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Figure 2  Colonoscopy showed a deep ulcer lesion and granulated tissue of the sigmoid colon and rectum. Lumenal stenosis is obvious.
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Figure 3  Digital subtraction angiography showed abnormalities in the architecture of the superior mesenteric artery including chaotic distribution (A) and pooling of contrast material (B).
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Figure 4  Endoscopic ultrasonography showed ulcers and necrosis in the depth of the mucosa or submucosa (A) and circumscribed mucosal thickening (B). The image shows a characteristic change of chronic nonspecific inflammation, but not malignant lymphoma.
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Figure 5  Sigmoid colon mucosal biopsy revealed chronic nonspecific colitis (A, B: HE stain, 100 ×; C, D: HE stain, 200 ×). The image shows formation of granulation tissue, lymphoid hyperplasia, and infiltration of plasma cells, neutrophils, and monocytes into the mucosa. Increased blood vessels with hyaline degeneration and thickening vessel wall are seen. Lymphocytes surround the wall of the submucosal venules, especially in the deeper parts.

[image: image5.png]



Figure 6  Surgical scar on the left wrist from surgery for tenosynovitis (A) and left ankle cyst (B).
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